
October 26,200O 

.lanct Woodcock, MD, Director 
Food and Drug Adtninlslr~~tion 

(‘cntcr for Drug Evaluation and Rcscarch 

Woodrnont Building 2, Room 6027 
145~ I Rnckville Pike 

Rockvillc. MD 20852 

Dear Dr. Woodcock: 

The American Collcgc of Ubstctrlclans and Gynecologists Committe:e on ObStetriC 

Practice has met regarding Cytotec (misoprostol). We are expediting the transmittal of 

the content of their review to the Food and Drug Adminislration so that the agency can 
consider it during its review ofthe labeling of misoprostol. 

“On August 23, 2000, G.D. Searlc & Co. issued a lcttcr cntitlcd 
“important Drug Warning Conccrnlng I Jnapprovcd I lsc of Intravaginal or 
Oral Misoprostol in Pregnant Women for induction of Labor or Abortion.” 
This letter cautions that Cytotcc (misoprostol) is indicated for prevention 

of Ilon-steroidal-antiirltlammalory-drum-inKluccd gastric ulcers and states, 
I’. C ~\vo/c*c* Lltlnlirlistmtion I?)* LIII~ rorrt~ is (,oJltrcrtnciir.att.ti in wornerr bvho 
m-e pregmrnt hccrr~rse II ciltt cfmsi~ d~ortrotr. ” The lcttcr further states that 
Scarlr: has hccomc aware of the drug’s use for induction of labolr or as a 
cervical ripening ;rgcnt prior to termination of prcsnancy. Moreover, the 

lcttrr notes serious adverse events, including uterine hyperstimulation and 

uterine rupture, which have resulted in retal and maternal death. Finally, 
the company cautions, “ltl trrftlitiorr to ~hc kt~nwt~ anti ~udtno~n acute risky 
to the lllothcr~ nmi f&Its, Ihe cffct of C:\Totcc oil the kder growth. 
rlev~~loprnr~~~t, unrl frt&iowd rr&nrtion OJthe child whets Cytote~: is used 

/i~r irrriucVir~n o$ ftrhor or ~~cf~icul rip rrrirrg hns rrvt hr~n estuhlishetl.” 

The American Collcgc of Obstetricians and Gynecologists 
(ACOG) is conccmcd by rlic comcnr. riming, and lone of this letrcr. Given 

that misoprostol is commonly cmploycd in conjunction with mifcpristonc 

(RCl 480) to ach~cvc nonsurgical early pregnancy terminations, the arrival 
oi‘ lhc Scarlc lcttcr wlthm weeks 01‘ the U.S. Food and .Drug 

Administration’s (FDA) approval of‘ mifepristone could limit the use of 
this new option for rcproductivc choice. Also. although the letter correctly 
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poims OLII ~hc potentially serious, but relatively rare, risks off misoprostol 

when employed for cervical ripening and labor induction, it fails to 

comment on the extensive clinical experience with this ag.ml and the kgc 

body of puhlishcd reparts supporting its safcry and efficacy when used 

approprlatcly. A rcccnt review of the Cochrane Pregnancy and Childbirth 

group trials registry identified 26 clinical trials of mlsoprostol for cervical 
ripening or induction of labor or both (I ). These studies Indicare 

misoprostol is more effective than prostaglandin E? in achieving vaginal 

dclivcrics within 24 hours and reduces the need for and total amount of 
o.uytocin augmonlation. Although these studies do suggest rnisoproslol is 
associated with a higher incidcncc of uterine hyperstimulation and 
mcconlum-stamed amniotic tlu~d, thcsc compl1catlons were more common 

with higher doses (:>25 pg) of misoproslol. Other recent reviews and 

clinica\ ll-aals support these conclusinn.s (2-4). No studies indicate that 
intrapartum exposure to misoprostol (or other prostaglandin cervical 
rlpcning agents) has any long-tcnn aclvcrsc health consequences to the 
kt11.s in the absence ot’ kt;tl distress, nor is there a plausible biological 
basis for such 3 concern. 

A review ofpublishcd reports and of McdWatch, the FDA medical 
products reporting program, indicntes the vast majority of adverse 
maternal and fetal outcomes associated with misoprostol therapy rcsultcd 

from the use of doses greater than 25 ~3, dosing intervals more frequent 
!hall 3 0 lluurs, addilion of uxytucill less ~IILIII 4 I~ours after ttte last 

m~opros~ol dose, or use of the drug in women with prior cesarean 
dclivcry or major uterine surgery. Grand multiparity also appears to be a 
relative risk factor for ulcrinc rupture. 

Thus, based on recently published series and a detailed review of 
adverse outcomes reported to the FDA. the ACOG Committee on 
Obstetric Practice strongly endorses its previous conclusions, published in 

C.Yonmlittcc Optn~on Number 228 (November 1909), ldwtion of’ I,uhor 
~7th .M~sopusfc~i, which states, ‘Y~i~w (he wrrec’li( er*itlemz, wlruvirgind 
n;r.soyv-osld IuId~f.~ upp0rrr +cli\fe i~r irdiiciq ld~or irr preg~imt wmmw 
K~I huw ~c~~~%~~orahle re~~ir~~s” (5). Nonetheless. the Committee would 
Ike lo cmphasl;le that the following clinical practices appear to minimize 
Ihe risk of ulerinc hyperstimulation and rupture in palicnls undergoing 
cervical ripening or induction in the third trimester: 

I) If misoprostol is to be used for cervical ripening or labor induction in 
111~ tllitd IiiI~~cslcI, uktc yualtcl uf d IOOt~~ tublct (ic, appwhinkh,ly 

25~9 should be considcrcd for the initial dose. 

7) Doses should not he administered more frequently than cvcry 3-6 
hours. 

3) Oxytocin should not bc administered less than 4 hours after the last 

mlsoprostol dose. 



4) Misoprostol should not bc usctl in patients with a previous ccsarcan 

delivery or prior major uterine surgery. 

l‘hc DISC of’highcr doses ofmisoprostol (cg, 50 p’g cvcry 6 hours) to in&cc 

labor may bc approprlatc in some situations, although there are reports that 

such doses incrcasc the risk of complications, including uterine 
Ilyp~r~tilllulall~Jll arrll ulelillC r-uplurc (Cl). Tlw~ is ilk+utIki~IIl cliriical 

cvidcnce IC, address the safety or efticacy of misoprostol in patients with 

multi fetal gestations or suspected fetal macrosomia. 

In conclusion, the ACOG Committee on Ohstctric Practice 
reaffimrs that misoprostol is a safe and effective agent for cervical 
ripeninS and labor induction when used appropriately. Morcovcr, 

niisoproslol also contributes to the obslctrician-1IJnccologist’s resources as 
an effective treatment for serious postpartum hemorrhage in the presence 
of uterine atony (7-I 2).” 

Plcasc cuntact Debra Hawks at (202) 863-2445 if yvu have any questions. 

Sincerely. 

Stanley Z&erg, IUD, MS, FAUX 

cc: Susan Allen, MD 

Victor Raczkowski. MD 
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